Eating disorders are evolutionarily novel conditions. They lead to some of the highest mortality rates of all psychiatric disorders. Several evolutionary hypotheses have been proposed for eating disorders, but only the intrasexual competition hypothesis is extensively supported by evidence. We present the mismatch hypothesis as a necessary extension to the current theoretical framework of eating disorders. This hypothesis explains the evolutionarily novel adaptive metaproblem that has arisen when mating motives conflict with the large-scale and easy availability of hyperrewarding but obesogenic foods. This situation is exacerbated particularly in those contemporary environments that are characterized by sedentary lifestyles, ever-present junk foods, caloric surplus and the ubiquity of social comparisons that take place via social media. Our psychoneuroimmunological model connects ultimate-level causation with proximate mechanisms by showing how the adaptive metaproblem between mating motives and food rewards leads to chronic stress and, further, to disordered eating. Chronic stress causes neuroinflammation, which increases susceptibility to OCD-like behaviors that typically co-occur with eating disorders. Chronic stress upregulates the serotonergic system and causes dysphoric mood in anorexia nervosa patients. Dieting, however, reduces serotonin levels and dysphoric mood, leading to a vicious serotonergic-homeostatic stress/starvation cycle whereby cortisol and neuroinflammation increase through stringent dieting. Our psychoneuroimmunological model indicates that between-individual and within-individual variation in eating disorders partially arises from (co)variation in gut microbiota and stress responsivity, which influence neuroinflammation and the serotonergic system. We review the advances that have been made in recent years in understanding how to best treat eating disorders, outlining directions for future clinical research. Current evidence indicates that eating disorder treatments should aim to reduce the chronic stress, neuroinflammation, stress responsivity and gut dysbiosis that fuel the disorders. Connecting ultimate causes with proximate mechanisms and treating biopsychosocial causes rather than manifest symptoms is expected to bring more effective and sophisticated long-term interventions for the millions of people who suffer from eating disorders.
Eating disorders are evolutionarily novel conditions. They lead to some of the highest mortality rates of all psychiatric disorders. Several evolutionary hypotheses have been proposed for eating disorders, but only the intrasexual competition hypothesis is extensively supported by evidence. We present the mismatch hypothesis as a necessary extension to the current theoretical framework of eating disorders. This hypothesis explains the evolutionarily novel adaptive metaproblem that has arisen when mating motives conflict with the large-scale and easy availability of hyperrewarding but obesogenic foods. This situation is exacerbated particularly in those contemporary environments that are characterized by sedentary lifestyles, ever-present junk foods, caloric surplus and the ubiquity of social comparisons that take place via social media. Our psychoneuroimmunological model connects ultimate-level causation with proximate mechanisms by showing how the adaptive metaproblem between mating motives and food rewards leads to chronic stress and, further, to disordered eating. Chronic stress causes neuroinflammation, which increases susceptibility to OCD-like behaviors that typically co-occur with eating disorders. Chronic stress upregulates the serotonergic system and causes dysphoric mood in anorexia nervosa patients. Dieting, however, reduces serotonin levels and dysphoric mood, leading to a vicious serotonergic-homeostatic stress/starvation cycle whereby cortisol and neuroinflammation increase through stringent dieting. Our psychoneuroimmunological model indicates that between-individual and within-individual variation in eating disorders partially arises from (co)variation in gut microbiota and stress responsivity, which influence neuroinflammation and the serotonergic system. We review the advances that have been made in recent years in understanding how to best treat eating disorders, outlining directions for future clinical research. Current evidence indicates that eating disorder treatments should aim to reduce the chronic stress, neuroinflammation, stress responsivity and gut dysbiosis that fuel the disorders. Connecting ultimate causes with proximate mechanisms and treating biopsychosocial causes rather than manifest symptoms is expected to bring more effective and sophisticated long-term interventions for the millions of people who suffer from eating disorders.
INTRODUCTION
Eating disorders are severe mental disorders with a biopsychosocial pathogenesis and a cost of about €1 trillion per year in the EU alone (Schmidt et al., 2016) . They can become chronic and debilitating and are associated with significantly increased mortality rates (Schmidt et al., 2016) . Anorexia nervosa, for example, has the highest mortality rate of all psychiatric disorders (5.10 deaths per 1,000 affected individuals: Arcelus et al., 2011) . It is well known that the treatment of eating disorders is ineffective compared with the treatment of other mental disorders (Arcelus et al., 2011; Murray et al., 2019) . This inefficiency is highlighted by the fact that current treatments are focused on reducing symptoms rather than treating the underlying cause(s) of eating disorders. The main reason for the ineffectiveness of existing treatments is, frankly, that the etiology of eating disorders is not properly understood (van Furth et al., 2016; Frank et al., 2019; Murray et al., 2019) . Advances in the scientific knowledge of eating disorders are urgently needed.
Complete analyses of a trait or a behavior are ideally provided on two different but complementary levels:
(1) what is the proximate mechanism underlying the trait: how does it work?and (2) what is the ultimate reason it evolved: what fitness benefit, if any, does it provide for the organism? (Bateson and Laland, 2013; Rantala et al., 2018; Luoto et al., 2019a) . We integrate these two levels of analysis and argue that without understanding both proximate mechanisms and ultimate causes, it is challenging to prevent eating disorders and to find effective treatments for them.
The fifth edition of the Diagnostic and Statistical Manual of Mental Disorders (DSM-5) specifies three eating disorders: anorexia nervosa (AN), bulimia nervosa (BN) and binge eating disorder (BED) . In addition to these three disorders, DSM-5 recognizes the importance of subthreshold and atypical conditions by naming five specific Other Specified Feeding or Eating Disorder (OSFED) subtypes:
1. Atypical Anorexia Nervosa (i.e., anorexic features without low weight); 2. Bulimia Nervosa (of low frequency and/or limited duration); 3. Binge Eating Disorder (of low frequency and/or limited duration); 4. Purging Disorder; 5. Night Eating Syndrome. DSM-5 also includes a category called Unspecified Feeding or Eating Disorder (UFED) that includes persons who do not fit into any of these five categories, or for whom there is insufficient information to make a specific OSFED diagnosis (American Psychiatric Association, 2013) .
Several evolutionary hypotheses have been suggested for explaining eating disorders. We critically review these ultimate-level hypotheses (section "Existing Evolutionary Psychological Hypotheses for Eating Disorder") and synthesize them with a novel proximate explanation of the physiological mechanisms underlying eating disorders (section "A Psychoneuroimmunological Model of Eating Disorders").
Our psychoneuroimmunological model suggests that eating disorders are not separate diseases -instead, they form a continuum. Based on variation in patients' biobehavioral states, the continuum model explains why "unspecified eating disorders" is a common diagnosis (11-50.8% of the cases: Machado et al., 2013; Caudle et al., 2015; Mancuso et al., 2015) and why patient diagnoses may shift between eating disorders over time (section "Sources of Individual Differences in Responses to Intrasexual Competition"). The model provides an explanation for the finding that eating disorders are often comorbid with other mental disorders (section "Comorbidity of Eating Disorders"): according to our model, this shared transmission is mediated by vulnerability to neuroinflammation and stress responsivity (section "Risk Factors for Eating Disorders"). Our psychoneuroimmunological model leads us to suggest treatments (sections "Eating Disorder Treatments Based on Psychoneuroimmunology" and "Ultimate-Level Prevention of Eating Disorders") informed by a synthetic understanding of both proximate mechanisms and ultimate causes. These treatments have the potential to offer significant advances on current eating disorder treatments, which are reviewed in section "Current Eating Disorder Treatment".
EXISTING EVOLUTIONARY PSYCHOLOGICAL HYPOTHESES FOR EATING DISORDERS
There are six existing evolutionary hypotheses for the ultimate causation of eating disorders. The leading evolutionary hypothesis for BN and BED is (1) the thrifty genotype hypothesis. It suggests that binge eating is a psychological adaptation (see e.g., Lewis et al., 2017 for a discussion of psychological adaptations) which arose because extra energy stores were protective in the evolutionary history of our species: they helped to avoid malnutrition, helped survival during famines and regulated reproduction (Chakravarthy and Booth, 2004; Wells, 2006) . In an extension of this hypothesis, the dual intervention point model posits that the body has upper and lower set points for the level of body adiposity; if these are exceeded, physiological feedback mechanisms are triggered (Speakman et al., 2011; Speakman, 2018) . The minimum set point for adiposity is needed to avoid starvation, while the maximum set point is determined by risk of predation. As the risk of predation has declined, genes coding for higher maximum set point have become more common, and fewer people reduce caloric intake to prevent weight gain (Speakman et al., 2011) .
(2) The intrasexual competition hypothesis (Abed, 1998) suggests that the ultimate cause of eating disorders is intense intrasexual competition for mates. This hypothesis recognizes that a woman's body shape is an indicator of her reproductive history, reproductive potential and mate value, partly signaled by waist-to-hip ratio and body mass index (BMI) (Andrews et al., 2017; Del Zotto and Pegna, 2017) . As women age and/or reproduce, they tend to gain body mass and lose the hourglass body shape (Butovskaya et al., 2017) which is a sexually desirable trait for men (e.g., Bovet, 2019) . Women's reproductive window is finite, which is why men have evolved a preference for cues of fertility and youth (Sohn, 2016; Lassek and Gaulin, 2019) . This can lead to women competing with each other for the attention of men by appearing to be youthfully slim: women's reproductive value, after all, is associated with youthfulness, and youthfulness is associated with slimness (Abed, 1998; Lassek and Gaulin, 2019) .
The intrasexual competition hypothesis is in line with studies showing that men's preference for women's bodies can vary from one environment and society to another (cf. Furnham and Baguma, 1994; Tovee et al., 2006) . Plumpness may be an indicator of higher fertility in countries where malnutrition is common; in well-nourished populations, in contrast, relative plumpness is associated with aging and reduced fertility (e.g., Tovee et al., 2006) . The intrasexual competition hypothesis suggests that the increased prevalence of eating disorders in westernized societies is a result of intensified intrasexual competition among women and/or the relative abundance of food (Abed et al., 2012; Baumeister et al., 2017; Nettersheim et al., 2018) .
There are a number of factors that intensify intrasexual competition (Abed et al., 2012) : (a) decline in fertility leads to an increased preservation of a nubile appearance in older women; (b) in modern Western societies, women have a higher ability to regulate their reproductive behavior (with minimal interference from kin); (c) there is an unusually high number of youthful and youthful-looking women, i.e., potential competitors, in modern cities as compared with ancestral conditions of humans; (d) media provides images of attractive competitors; (e) food is abundant and populations are well nourished, so weight gain and the deterioration of the nubile shape are typical concomitant features of advancing age; (f) the increasing instability of marriages and prevalence of divorces has led to both men and women to return repeatedly to the mating market; (g) due to the advent of modern medicine and increased life expectancy (i.e., increased number of post-menopausal women), youth has become one of the primary determinants of female mate value (reviewed in Abed et al., 2012 ; see also Baumeister et al., 2017; Saunders and Eaton, 2018; Lassek and Gaulin, 2019; Luoto, 2019a) .
A study conducted in 26 countries with over 7,000 participants found that a thin body shape was preferred in areas with a high socioeconomic standing and that media exposure has a significant association with body weight ideal . Furthermore, Swami et al. (2010) found that women consistently thought that thinner female figures are more attractive than what men thought. Baumeister et al. (2017) reported that the more women perceived the local mating market to have a shortage of men, the more they wanted to be thin and the more they had signs of body dissatisfaction. These findings support the idea that intrasexual competition among women drives women's pursuit of thinness.
More support for the hypothesized role of intrasexual competition behind eating disorders comes from "reverse anorexia" that affects male bodybuilders (Pope et al., 1993) and can drive body dissatisfaction more generally in boys and men (Karazsia et al., 2017) . Affected individuals express the belief that they are too small despite being muscular, therefore having a distorted body image. Muscularity and large body size offer clear advantages in male-male competition in humans as in other mammals; muscularity may have also been a sexually attractive trait for women in our evolutionary history, with sexual selection acting on the trait even in present-day men (Frederick and Haselton, 2007; Sell et al., 2017) .
Due to the intensified competition and the other evolutionarily novel factors mentioned above, most women in the Western world are dissatisfied with their body size and shape, with half of teenaged girls trying to control their weight (Neumark-Sztainer, 2005) . Experimental studies have shown that even in the absence of attractiveness-and thinness-related cues of competitors, intrasexual status motives are able to trigger eating attitudes that resemble eating disorders in young women (Li et al., 2010; Castellini et al., 2017) . A similar effect is not seen in heterosexual men (Li et al., 2010) . Furthermore, eating disorders are much more common among homosexual men than in heterosexual men (Li et al., 2010; Calzo et al., 2018) . A potential explanation for these findings is that intrasexual competition in homosexual men is focused on physical attractiveness, because homosexual men know that signals of youth and physical attractiveness are important mate preferences for other homosexual men (Li et al., 2010) . Homosexual men also respond to intrasexual status competition with negative eating attitudes and worse perceptions about their own body image (Li et al., 2010) .
If intrasexual competition is a significant factor in the development of eating disorders, individuals who are especially oriented toward the attainment of mating-related social status would have a higher risk of having eating disorders. Indeed, eating disorders are triggered most often around the age when intrasexual competition is strongest (Li et al., 2010) . In addition, it has been shown that girls at schools with high proportions of female students have an elevated probability of developing eating disorders (Bould et al., 2016) , which suggests that a higher intrasexual competitive environment increases the prevalence of eating disorders (cf. Baumeister et al., 2017; Saunders and Eaton, 2018) .
Eating disorders are often socially contagious in friendship groups and may spread in the school environment (Bould et al., 2016) . For example, if one's friends have a low BMI due to eating disorder(s), one might perceive one's own body to be relatively large, leading to higher body dissatisfaction and a higher probability of developing eating disorders. This sociodevelopmental etiology of eating disorders is supported by findings that in schools with greater proportions of underweight girls, other girls are more likely to try to lose body weight (Mueller et al., 2010) .
There are also other hypotheses that have received less empirical support, such as (3) the reproductive suppression hypothesis, which suggests that AN is an adaptive attempt at reproductive suppression by the affected women (Wasser and Barash, 1983; Surbey, 1987; Voland and Voland, 1989 ). (4) The parental manipulation hypothesis suggests that AN is maintained by kin selection: parents manipulate female offspring to facilitate a strategic shift in reproductive investments between siblings (Voland and Voland, 1989 ). (5) The reproductive suppression by dominant females hypothesis posits that AN is a manifestation of reproductive suppression of subordinate females by dominant females during the process of female-female reproductive competition (Mealey, 2000) . (6) The adapted to flee famine hypothesis suggests that symptoms of AN (such as hyperactivity and restriction of eating) enabled migration during famines to reach areas with more abundant food (Guisinger, 2003) .
These hypotheses are focused on AN, leaving other eating disorders, especially BED, without an explanation. Hypotheses 3-5 completely fail to explain why eating disorders occur in men as well. They also fail to explain why sexual orientation influences the probability of having eating disorders (Li et al., 2010; Calzo et al., 2018) . Existing research provides no support for the idea that individuals with anorexia nervosa would be socially subordinate individuals who adopt a "losing strategy" (Faer et al., 2005) . Most of the hypotheses listed above are based on the idea that eating disorders are evolutionary adaptations.
In contrast to the other hypotheses, the intrasexual competition hypothesis does not suppose that eating disorders are adaptations. Furthermore, it does not apply only to AN, but it sees the whole spectrum of eating disorders as a pathological consequence of a mismatch between women's adaptations for intrasexual competition and the modern environment in which those adaptations go awry. Despite the explanatory power of the intrasexual competition hypothesis, prior work on the hypothesis has been insufficiently formulated to give a full account of the evolutionary origins of eating disorders. We therefore extend it with the mismatch hypothesis of eating disorders.
The Mismatch Hypothesis of Eating Disorders
Large-scale obesity is an evolutionary novelty. Human cultural evolution has led into a situation in which large quantities of energetically dense and gustatorily hyper-rewarding foods are readily available for most individuals in developed countries (Lindeberg, 2010; Power, 2012; Rozin and Todd, 2015; Corbett et al., 2018) . Extracting energy from the environment does not entail a substantial energetic cost for most modern humans living in developed societies. The current energetic abundance that modern developed populations enjoy is an evolutionary novelty: ancestral humans were forced (on average) to expend higher amounts of energy to acquire food resources than modern humans are. This simple energetic disequilibrium (calories in > calories out) has led to an obesity epidemic and a swathe of modern health problems (Lindeberg, 2010; Power, 2012; Corbett et al., 2018) , including with mental health (Milaneschi et al., 2018; Rantala et al., 2018) .
Humans have a sophisticated suite of evolved psychological mechanisms (modules) responsible for food intake (King, 2013; Al-Shawaf, 2016; Rolls, 2017; Love and Sulikowski, 2018) and another suite of mechanisms (modules) responsible for mating (Weekes-Shackelford and Shackelford, 2014; Luoto, 2019a,b) . The current environments of relative energy abundance (Lindeberg, 2010; Power, 2012) have created an evolutionarily novel conflict between psychological modules responsible for food intake and mating. On the one hand, humans are evolved to take full advantage of the presence of food supplies (Chakravarthy and Booth, 2004; King, 2013; Al-Shawaf, 2016) ; on the other, humans are evolved to signal their reproductive potential via phenotypic sexual ornaments (Sugiyama, 2015; Lassek and Gaulin, 2019) . Cultural evolution has for the first time in human evolutionary history created a situation in which these psychological adaptations are in large-scale contradiction with one another. Thus, the mismatch hypothesis of eating disorders recognizes the novel situation in which previously co-adapted psychological mechanisms of food intake and mating become antagonistic. This antagonism creates a situation in which an individual is torn between opposing incentives: food rewards and mating rewards. The simultaneous presentation of conflicting adaptive problems constitutes an adaptive metaproblem (Al-Shawaf, 2016). The fundamental antagonism that the abundance of calorically dense and sensorily rewarding food (Lindeberg, 2010; Rozin and Todd, 2015) has caused between mating motives and food rewards drives one such adaptive metaproblem in contemporary humans, manifesting ultimately in various eating disorders.
The mismatch hypothesis could be falsified by showing that eating disorders are equally prevalent in traditional huntergatherer societies as they are in modern developed societies. Hunter-gatherer subsistence styles are somewhat comparable to the conditions of the human environment of evolutionary adaptedness (e.g., Al-Shawaf, 2016; Lewis et al., 2017) . We are not aware of any evidence on the existence of AN, BN and BED in hunter-gatherer societies -on the contrary, hunger seems to be a pervasive aspect of modern hunter-gatherer societies (reviewed in Al-Shawaf, 2016).
The mismatch hypothesis is indirectly supported by nonhuman animal research which has shown that obesity becomes a significant problem only when humans keep animals in captivity (Power, 2012) . Captivity represents an evolutionarily analogous condition for non-human animals as modern sedentary lifestyles do for humans (Williams, 2019) , leading to a substantially increased prevalence of obese phenotypes under both circumstances (Power, 2012) . These findings highlight the utility of framing eating disorders in the context of the evolutionary mismatch hypothesis, which we propose as a necessary extension to the intrasexual competition hypothesis. Besides eating disorders, the mismatch hypothesis also explains modern epidemics of several non-communicable diseases, such as type 2 diabetes, coronary artery disease (Corbett et al., 2018) and many other mental health problems (Li et al., 2018; Rantala et al., 2018) .
A PSYCHONEUROIMMUNOLOGICAL MODEL OF EATING DISORDERS
Intrasexual competition for thinness and the adaptive metaproblem that arises from the abundance of sensorily rewarding and calorically dense foods (King, 2013; Rozin and Todd, 2015) seem to provide a plausible ultimate explanation for the pursuit of thinness in women living in developed societies. However, these hypotheses do not explain why only a fraction of women and homosexual men develop eating disorders. In addition, the hypotheses do not explain why some people develop such a strong obsession to lose weight that they starve themselves to death, while others binge eat and become overweight. The hypotheses also fail to explain the existence of non-fat-phobic AN (see section "Autoimmunity and Eating Disorders").
Scientific progress depends on a good fit between theory and empirical evidence (Mathot and Frankenhuis, 2018) . This fit is currently lacking between theory from evolutionary psychiatry and clinical evidence on eating disorders. We therefore posit the existence of proximate mechanisms that explain betweenindividual and within-individual variation in eating disorders, further improving the fit between theory and empirical findings.
We propose a new model that explains the findings that (1) intensified intrasexual competition leads to eating disorders in only a small proportion of women; (2) this subset of women is likely to develop different eating disorders that entail the opposite phenotypic outcomes of extreme thinness and obesity; and (3) patient diagnoses may shift between eating disorders over time.
Eating Disorders and Obsessive Compulsive Disorder
According to diagnostic criteria, obsession with physical exercise, appearance and food are common in eating disorders (American Psychiatric Association, 2013). These obsessions lead to emotional discomfort and to the development of series of behaviors like checking weight, exercising, purging or fasting. In addition to these classical symptoms of eating disorders, many other obsessive-compulsive traits, like doubting, checking and the need for symmetry and exactness are much more common in BN and AN patients than in psychiatric control groups (Cassidy et al., 1999) . Some patients with eating disorders have visual or tactile checking rituals, such as touching body parts repetitively or viewing one's body shape in the mirror (Legenbauer et al., 2014) . Thus, the behaviors of eating disorder patients have many similarities with OCD behaviors (Bastiani et al., 1996; Garcia-Soriano et al., 2014) . In a Swedish multigenerational family and twin study that included 19,814 participants with a diagnosis of OCD and 8,462 with AN (6.4% males), it was found that women with OCD had a 16-fold diagnosis of AN, whereas males with OCD had a 37-fold increased risk (Cederlof et al., 2015) . AN and BN are also associated with personality traits linked to OCD, such as perfectionism and neuroticism (Cassidy et al., 1999; Anderluh et al., 2003; Halmi et al., 2005; Altman and Shankman, 2009 ). In addition, AN is more common in unaffected relatives of individuals with OCD, compared to the relatives of matched controls, suggesting shared genetic risk factors (Kaye et al., 1993) . Accordingly, a GWAS meta-analysis found a genetic correlation between AN and OCD phenotypes (Anttila et al., 2018) .
A recent positron emission tomography (PET) study found neuroinflammation in OCD patients; in particular, they have elevated microglia activity in their brains (Attwells et al., 2017) . The distress associated with preventing compulsive behaviors is strongly correlated with neuroinflammation in the orbitofrontal cortex (Attwells et al., 2017) . It is likely that neuroinflammation causes a cascade of biochemical events culminating in a dysregulation of neurohormones, neuropeptides and neurotransmitters which causes OCD symptoms. However, prior research (Attwells et al., 2017) has not been able to explain why OCD patients have neuroinflammation.
Although the obsessions in OCD cause significant stress for patients, stress itself seems to play an important role also in the onset of OCD (Toro et al., 1992; Behl et al., 2010; Adams et al., 2018) . Stress triggers OCD symptoms and increases their frequency and severity (Findley et al., 2003) . Experimental studies in non-human animals have shown that stress increases neuroinflammation and elevates microglia activity (reviewed in Calcia et al., 2016) . Thus, chronic stress might be a source of the neuroinflammation that occurs in the OCD phenotype. Since stress and the activation of the HPA axis have such an important role in OCD (Sousa-Lima et al., 2019), one could expect a similar association with stress and eating disorder symptoms.
Eating Disorders and Stress
Individuals with BN and AN are trying to lose weight to meet "the beauty ideal" and to persist in intrasexual competition for thinness (cf. Abed, 1998) . AN and BN patients respond to competition by high stress hormone levels which become chronic over time (see Soukup et al., 1990; Rojo et al., 2006) . Stress can be caused by peer and societal pressures to have the "perfect body type" (Castellini et al., 2017) , while feelings of shame and guilt about one's self image can cause individuals to continue in a vicious cycle of stress. Some patients with AN have identified retrospectively that negative comments about their body weight have been the triggering event for AN (Dignon et al., 2006) . Especially in sports where low body weight is a competitive factor, requirements for thinness may trigger an eating disorder (Joy et al., 2016; Arthur-Cameselle et al., 2017) . The same is true in the fashion world, dance and ballet (Marquez, 2008) . The requirement to lose weight in sport and fashion may cause body dissatisfaction and social stress (cf. Castellini et al., 2017) .
Retrospective research on patients with AN and BN has identified six other triggering events for eating disorders: (1) school transitions, (2) death of a family member, (3) relationship changes, (4) home and job transitions, (5) illness/hospitalization and (6) abuse, sexual assault or incest (Berge et al., 2012) . Common to all of these triggering events is that they are known to increase stress. DSM-5 therefore states that AN onset is often associated with stressful life events (American Psychiatric Association, 2013).
Chronic stress is known to upregulate the immune system (reviewed in Stanton et al., 2018; Rohleder, 2019) . Studies in humans and other animals have shown that social stressors are particularly potent triggers of the production of proinflammatory cytokines that may promote low-grade peripheral inflammation and neuroinflammation. Social rejection in humans is associated with increased levels of tumor necrosis factor-α (TNF-α) and interleukin-6 (IL-6) (Slavich et al., 2010) . Accordingly, a meta-analysis that included 23 studies found that AN patients have significantly increased levels of TNF-α and IL-6, suggesting that AN patients have an upregulated immune system (Dalton et al., 2018) . However, studies have not been able to exclude the possibility that increased IL-6 occurs because of weight loss. Since IL-6 stimulates lipolysis (Wedell-Neergaard et al., 2019) , it is not clear whether increased levels of IL-6 are caused by malnutrition or inflammation, or both. Nevertheless, Dalton et al. (2018) found that patients with AN also have elevated levels of IL-15. IL-15 is associated with neuroinflammation (Pan et al., 2013) , suggesting a link between AN and neuroinflammation.
As with AN patients Dalton et al., 2018) , individuals with OCD also have increased levels of TNF-α and IL-6 (Konuk et al., 2007) . Since AN and BN patients are often diagnosed with OCD (and since losing weight becomes a strong obsession for them), we hypothesize that neuroinflammation triggered by chronic stress underlies AN and BN -as it does with OCD (cf. Attwells et al., 2017) . Indirect evidence for this hypothesis comes from observations that 74% of patients with AN and BN suffer from migraine D'Andrea et al., 2009) , which is a neuroinflammatory disease (Malhotra, 2016) . Since starvation is known to increase stress hormone levels (Naisbitt and Davies, 2017) , it appears that self-induced starvation may strengthen the stress-induced obsession to lose weight in AN patients. This feedback loop can create a vicious cycle which can be difficult to stop and which can escalate up to life-threatening levels. Interestingly, the stress hormone cortisol that is upregulated in AN patients (see Soukup et al., 1990; Rojo et al., 2006) is one of the hormones that increases gluconeogenesis in humans. Gluconeogenesis is the process of synthesizing glucose in the body from protein or fat, to be used as energy by the body (Khani and Tayek, 2001) . By increasing stress hormone levels, gluconeogenesis can increase neuroinflammation during dieting and starvation in AN patients.
Experimental studies in humans and other animals have shown that proinflammatory cytokines reduce appetite and may cause sickness-induced anorexia (Dantzer, 2009 ). The mesolimbic reward system, which processes appetitive motivation and hedonic value of food, does not work as effectively in AN patients as in healthy controls or those with other eating disorders (Ceccarini et al., 2016) . Thus, eating may not constitute an equally hedonic experience for AN patients as it does for unaffected individuals (cf. Stanton et al., 2018) . This hedonic decline may partly contribute to the efficiency of AN patients' dieting, while most healthy dieters fail in their efforts (see Mann et al., 2007) .
Binge Eating and Stress
As with BN and AN, we hypothesize that in many cases, also BED is triggered by intrasexual competition for thinness. Indirect evidence for this hypothesis is given by findings showing that BED patients have low self-esteem, general body dissatisfaction (Pearl et al., 2014) and elevated psychological distress (Castellini et al., 2017; Mustelin et al., 2017) . They are prone to overestimate their weight and to see their body shape in a negative light (Pearl et al., 2014) . Despite weight loss intentions, BED patients end up binge eating and gaining more weight, often leading to obesity. Castellini et al. (2017) reported that binge eating was associated with dysfunctional body image esteem and greater sexual distress in a non-clinical population of women, further supporting our hypothesis that BED is triggered by intrasexual competition for thinness. This hypothesis could be challenged by showing that BED symptoms are an effect of BED rather than its cause. However, a study that compared normal-weight BED individuals and obese BED individuals found that the normal-weight ones had a stronger urge to lose weight than the obese ones (Goldschmidt et al., 2011) . There were no between-group differences in overvaluation of shape or weight, suggesting that these symptoms are not caused by comorbid obesity (Goldschmidt et al., 2011) .
While many people lose their appetite when feeling heavily stressed, even a mild psychological stressor or a negative affective episode may trigger binge eating in BED or BN patients (Masheb et al., 2011) . Usually stress activates the sympathetic nervous system and the body's fight-or-flight response. Under these circumstances, corticotropin-releasing factor (CRF) suppresses appetite by affecting the digestive system and decreasing the sense of hunger. This is why individuals with BED do not experience binge cravings and binge eating during the acute stress, but in the privacy of their homes and when alone long after the acute stressor has subsided (Masheb et al., 2011) . Binge eating can be seen as a way to "escape" from a negative aversive emotional state (Burton and Abbott, 2019) .
BED and BN patients have an express wish to lose weight, and therefore it is important to understand why it is so difficult for them to resist binge eating. The reason might lie in their dieting practice. In calorie-restricted rats, psychological stress has been shown to trigger binge eating episodes if subjects have an opportunity to eat food items that are heavy in sugar and fat (Hagan et al., 2002 (Hagan et al., , 2003 . Likewise, footshock stress with calorie restriction leads rats to consume twice the normal amount of food (Boggiano et al., 2005) . Food-restricted rats that are experimentally stressed develop inflammation in discrete brain regions which directly or indirectly regulate food intake; these rats also develop binge-like eating behaviors (Alboni et al., 2017) . Correspondingly in human subjects, psychological stress may trigger binge eating in healthy dieters if highly palatable food is available (Oliver and Wardle, 1999 ; see also Castellini et al., 2017; Klatzkin et al., 2018) .
An evaluation of the psychophysiological state of patients provides further insight into BED. BED patients have higher stress responsivity than controls (Klatzkin et al., 2018) . BED patients may turn to binge eating more easily than controls precisely because of their elevated stress responsivity (cf. Klatzkin et al., 2018) . One reason for their high stress responsivity may be inflammation caused by visceral fat tissue (Shields et al., 2017; Krams et al., 2018; Rohleder, 2019) . Although psychosocial stressors are present in the lives of most people, self-regulatory abilities buffer individuals against negative health outcomes that are frequently caused by stress (Evans and Fuller-Rowell, 2013; Shields et al., 2017) . Accumulating evidence suggests, however, that inflammation may cause widespread biobehavioral alterations that promote self-regulatory failure (Shields et al., 2017) . BED patients have 88% higher sensitive CRP values than controls matched for body weight, suggesting that BED patients have severe inflammation in their body (Succurro et al., 2015) . The peripheral inflammation may therefore reduce self-regulatory capacity (Shields et al., 2017) in BED patients and further increase their stress responsivity. This is because proinflammatory cytokines produced by immune cells or adipocytes are known to stimulate the HPA axis (Yau and Potenza, 2013) . This mechanistic link may cause a vicious cycle, leading to obesity (cf. Shields et al., 2017; Milaneschi et al., 2018) and, as we suggest, to BED. Peripheral inflammation is a potential causal mechanism that explains why mood disorders are so common among BED patients: inflammation, for instance, increases the likelihood that an adaptive mood change turns to maladaptive clinical depression (cf. Luoto et al., 2018; Rantala et al., 2018) . Genetic factors may further increase the comorbidity between these disorders (as reviewed in section "Risk Factors for Eating Disorders").
The Neurochemistry of Anorexia Nervosa and Bulimia Nervosa
Serotonin (5-hydroxytryptophan) is known to influence impulse control, obsessionality, mood and appetite (Bailer and Kaye, 2011; Dalley and Roiser, 2012; Garcia-Garcia et al., 2017) . Treatments that upregulate serotonergic activity tend to reduce food consumption, while treatments that downregulate serotonergic activity increase food consumption and promote weight gain (reviewed in Bailer and Kaye, 2011 ; see also Alonso-Pedrero et al., 2019) . Studies on AN patients have reported serotonergic system dysfunction (reviewed in Bailer and Kaye, 2011; Riva, 2016) . Interestingly, IL-15 is upregulated in AN patients (Dalton et al., 2018) , and studies on mice have shown that IL-15 upregulates the serotonergic system (Wu et al., 2011; Pan et al., 2013) .
In the acute phase of AN (when individuals are underweight), patients have significantly lower levels of serotonin metabolites in their cerebrospinal fluid than healthy controls (Kaye et al., 1984 (Kaye et al., , 1988 . They also have blunted prolactin response to drugs with serotonin activity and reduced 3 H-imipramine binding, further suggesting reduced serotonergic activity (Bailer and Kaye, 2011) . Since serotonin is synthesized from an amino acid called tryptophan, an essential amino acid that must be obtained from food, the most plausible explanation for low serotonin metabolism in AN patients during the acute phase of the illness is that it results from starvation/dieting (Kaye et al., 2009; Haleem, 2012) . In contrast, individuals who have recovered from AN have elevated serotonin levels (Kaye et al., 1991) . An experimental study found that a reduction of dietary tryptophan reduced anxiety and elevated mood in women with AN, but had no effect on control women (Kaye et al., 2003) .
AN patients are known to have high levels of anxiety, obsessionality and harm avoidance both premorbidly and after recovery. They may also have higher levels of serotonin premorbidly, resulting in a dysphoric state (Bailer and Kaye, 2011) . Kaye et al. (2009) suggested that dieting/starvation makes AN patients feel better by decreasing serotonergic activity in the brain. These individuals may also get positive feedback from their peers about their thinner appearance, which further motivates them to continue starvation. As a result of tryptophan depletion caused by starvation, the brain responds by increasing the number of serotonin receptors to utilize the remaining serotonin more efficiently (Kaye et al., 2009) . This leads to a vicious homeostatic cycle (Figure 1) , because in order to feel better, AN patients need to reduce tryptophan even more, leading to reduced food consumption (Kaye et al., 2009 ). If the patient starts to eat food that has tryptophan in it, serotonin levels arise sharply which causes extreme anxiety and emotional chaos (Kaye et al., 2009 ). This makes the recovery of AN patients so difficult (Kaye et al., 2009 ). The drop of serotonin levels during the acute phase of the illness due to shortage of tryptophan (Riva, 2016) may explain the serious body image disturbances that are typical in AN. Although the exact neurophysiological mechanism that causes such disturbances is not known, the mechanism is probably similar to the low self-esteem often seen in depression (cf. Orth and Robins, 2013) . Kaye et al. (2009) hypothesized that individuals with AN have an intrinsic defect in their serotonergic system and that gonadal steroid changes during menarche or stress-related issues on adolescent individuation might further alter activity of the serotonergic system. However, this explanation is not able to account for increased AN prevalence in modern societies nor for the occurrence of eating disorders in men.
To link proximate mechanisms with ultimate causes, it is important to consider the timing of the onset of AN in menarche and early adulthood as potentially caused by intensified intrasexual competition for thinness around this central period in reproductive development. Intrasexual competition may cause chronic stress for individuals who are highly competitive (cf. Vaillancourt, 2013) . Importantly, chronic stress is known to increase serotonin levels in brains both in humans (reviewed in Hale et al., 2012) and in other animals (e.g., Adell et al., 1988; Keeney et al., 2006; Vindas et al., 2016) . Experimental studies in rats have shown that fasting reduces serotonin levels in brains (Haleem and Haider, 1996) . The same mechanism can also occur in stressed people with an upregulated serotonergic system when they start dieting to alleviate the dysphoric state. In the aggregate, these findings explain one part of the mechanistic link between chronic stress and disordered eating (Figure 1) .
There is also evidence on dysfunction in the serotonergic system in bulimia nervosa (reviewed in Sjögren, 2017) , but in a different way than in AN. The serotonin levels of BN patients drop more than in healthy controls even during short periods of fasting (e.g., during sleep), leading to mood irritability and binge eating episodes (Steiger et al., 2001) . These abnormalities in the functioning of the serotonergic system persist after recovery, suggesting that they might have existed already before the onset of BN (Kaye et al., 2001) . In contrast to AN patients, tryptophan depletion in BN patients lowers mood and causes an urge to binge eat (reviewed in Sjögren, 2017) . A neuroimaging study found increased 5-HT1A binding in BN patients compared to healthy controls (Galusca et al., 2014) . Activation of the serotonin receptor 5-HT 2C R reduced binge eating of palatable food in a rat model (Martin et al., 1998; Fletcher et al., 2010; Higgins et al., 2013; Price et al., 2018) . Likewise, SSRI medication reduced the urge to binge eat (reviewed in Tortorella et al., 2014) . These findings support the hypothesis that BN patients have reduced serotonin production in the central nervous system. 
Sources of Individual Differences in Responses to Intrasexual Competition
There are major individual differences in responses to femalefemale intrasexual competition: some individuals binge eat while others starve to death (Figure 2) . Most young women are exposed to intrasexual competition for thinness, but only a small proportion of them develop an eating disorder. The reason for this variation seems to be associated with individual differences in stress responsivity and in the functioning of the serotonergic system. To understand the etiology of eating disorders, one central question is: what are the primary sources of heightened stress responsivity and dysfunction of the serotonergic system in people with eating disorders?
A potential factor driving these individual differences might be gut dysbiosis (cf. Temko et al., 2017) . A substantial amount of empirical evidence in other animals suggests that gut microbiota influences stress responsivity, anxiety-like behavior and the set point for activation of the neuroendocrine hypothalamicpituitary-adrenal (HPA) stress axis (reviewed in Foster et al., 2017 ; see also Molina-Torres et al., 2019) . Changes in stressrelated physiology and behavior modulated by gut dysbiosis may result from the alteration of microbial composition by antibiotic exposure, poor diet, lack of breastfeeding, birth by Cesarean section, infection, stress exposure and many other environmental factors (reviewed in Foster et al., 2017) . Important evidence for the hypothesized mechanism between eating disorders and the microbiota is provided by the finding that 64% of individuals with eating disorders have been diagnosed with irritable bowel syndrome (Perkins et al., 2005) . Recent studies have found that AN patients deviate from controls in the abundance, diversity and microbial composition of the fecal microbiota (reviewed in Schwensen et al., 2018) , which remain significantly different from those of healthy controls even after refeeding (Kleiman et al., 2015; Mack et al., 2016) . Although some of the deviations in microbiota may be caused by dieting -with a limited diet limiting microbial diversity (as found in studies on insects as well as humans: Krams et al., 2017; Stevens et al., 2019) -it is also possible that these individuals have had deviant microbiota premorbidly. Recent studies have shown that stress disturbs gut microbiota (Gao et al., 2018; Partrick et al., 2018; Molina-Torres et al., 2019) . Thus, chronic stress that has triggered an eating disorder may have changed microbiota in patients with eating disorders (cf. Seitz et al., 2019) . Unfortunately, studies on the microbial composition of patients with BED and BN are currently lacking. Studies testing premorbid microbiota of eating disorder patients would be particularly valuable. Interestingly, a large Swedish study (Hedman et al., 2019) found that risk of celiac disease was increased by 217% within the first year after AN diagnosis. Likewise, Crohn's disease was three times more common in AN and ulcerative colitis was 2.3 times more common in AN than in controls (Wotton et al., 2016) . Since these diseases are triggered by dysbiosis (e.g., Ni et al., 2017), their increased prevalence in AN patients provides additional support for the link between dysbiosis and AN. Studies in germ-free mice have shown that early-life microbiota absence leads to increased tryptophan concentration in plasma and increased serotonergic activity in the brain (Clarke et al., 2013) . These changes can be normalized by providing mice with probiotic bacteria that are known to influence tryptophan metabolism (Clarke et al., 2013) . In the aggregate, the studies reviewed above indicate that abnormalities in serotonergic activity in eating disorders may be at least partly caused by deviations in gut microbiota. We believe that this is an important avenue for future studies (cf. Seitz et al., 2019) , although a significant amount of work is still required before we will be in a position to develop microbiome-based treatments for eating disorders.
Eating Disorders as a Continuum
It is an important but theoretically and clinically underappreciated finding that more than 50% of women diagnosed with AN develop BN (Bulik et al., 1997) . One reason why AN changes to BN might be that as an individual's nutritional status improves, their gut microbiota changes, which may in turn influence their stress responsivity and the functioning of the serotonergic system. This hypothesis is supported by findings showing that bulimic AN subtypes (AN-B) differ from restricting-type AN (AN-R) in microbial community composition (Mack et al., 2016) , while refeeding changes the gut microbiota (Kleiman et al., 2015) . In addition, after refeeding has increased tryptophan concentrations, homeostatic responses in the serotonergic system may lead with time to a state where serotonin levels undergo an excessive decrease, which in turn causes the urge to binge eat (cf. Steiger et al., 2001) .
Interestingly, while a meta-analysis found that AN patients have increased cytokine concentration in plasma (especially IL-6 and TNF-α), cytokine levels in BN patients did not differ from controls (Dalton et al., 2018) . Experimental studies in non-human animals have found that administration of IL-6 cytokines increases serotonin levels and reduces dopamine levels in nuclear accumbens, an effect amplified by stress (Song et al., 1999) . Based on these findings, we hypothesize that if cytokine levels drop in AN-R patients, it may cause a reduction in serotonin levels to the extent that an urge to binge eat emerges, thus changing the eating disorder diagnosis of the patient to AN-B. This hypothesis is supported by the finding that AN-B patients have a lower level of inflammation than AN-R patients .
Overall, these hypothesized shared mechanisms underlying eating disorders indicate that eating disorders are not separate disorders. Instead, they seem to form a continuum, with BED at one end of the spectrum and AN-R at the other end. BN and bulimic-type AN (AN-B) are located between the extremes (Figure 2) . Previously, the transdiagnostic view of eating disorders was questioned (Birmingham et al., 2009) , partially because the role of stress, neuroinflammation and gut dysbiosis in the etiology of eating disorders was not understood. The model presented in this article (Figures 1, 2) suggests that dynamic shifts in inflammation, stress, serotonin levels, tryptophan concentrations and the microbiota cause shifts in disordered eating behaviors. When the proximate mechanisms discussed above are integrated into a continuum model of eating disorders, we are in a significantly better position to explain why a person's symptoms often change in the course of an eating disorder and why patients may subsequently be diagnosed with another eating disorder.
Autoimmunity and Eating Disorders
All cases of eating orders are not necessarily caused by intrasexual competition for thinness. For example, there are AN patients without an intense fear of gaining weight or becoming fat. DSM-V (American Psychiatric Association, 2013) introduced the diagnosis ARFID (Avoidant/Restrictive Food Intake Disorder) to describe underweight patients who do not experience body image disturbance (i.e. non-fat-phobic AN). ARFID appears to be more common in developing countries than fat-phobic AN, which is significantly more common in developed countries (reviewed in Becker et al., 2006) . Likewise, although AN and other eating disorders are much more common among homosexual than heterosexual men (Li et al., 2010; Calzo et al., 2018) , eating disorders do occur in some heterosexual men. This may be difficult to explain only through intrasexual competition for thinness because thinness is not as important a mate preference for women as it is for men (Li et al., 2010) .
If neuroinflammation plays an important role in AN, the crucial question is what causes neuroinflammation in these cases? Naturally, chronic stress that results in neuroinflammation may be caused by other factors than intrasexual competition. This can be true particularly in non-fat-phobic AN patients. Besides chronic stress, neuroinflammation may also be caused by autoimmune and autoinflammatory diseases (Najjar et al., 2013) . Correspondingly, there are many case reports in which AN has been triggered by infections: these cases have been described as "autoimmune anorexia nervosa" (Sokol and Gray, 1997; Sokol, 2000) . In some cases, OCD has been observed to follow infection (American Psychiatric Association, 2013), providing more support for the association between activation of the immune system and the onset of OCD and AN (Figure 1) . Just like fat-phobic AN patients, non-fat-phobic AN patients may learn to alleviate anxiety by dieting. This can lead to the same vicious stress/starvation cycle as in fat-phobic AN (Figure 1) . Furthermore, our psychoneuroimmunological model provides an explanation also for those historical cases of non-fat-phobic anorexia nervosa that existed in historical societies that did not have a thin beauty ideal (cf. Arnold, 2013) .
In a large nation-wide population study conducted in Denmark, Zerwas et al. (2017) found that autoinflammatory or autoimmune diseases increase risk for AN by 36%, BN risk by 73% and eating disorder not otherwise specified (EDNOS) risk by 72%. This effect was stronger for boys than for girls (Zerwas et al., 2017) . For boys, having any autoinflammation increased risk for EDNOS by 740%. A large-scale Swedish study reported that any preceding autoimmune diseases increased AN risk by 59% (Hedman et al., 2019) . Another large study analyzing the genetic connection between eating disorders and autoimmune diseases did not identify any genetic overlap between anorexia nervosa and autoimmune diseases (Tylee et al., 2018) . This suggests that environmental rather than genetic factors cause the association between AN and autoimmune diseases.
We interpret these findings as providing broad support for our psychoneuroimmunological model for eating disorders for four reasons: (1) chronic stress is known to cause autoimmune diseases (Song et al., 2018) , (2) many autoinflammatory and autoimmune diseases are known to increase neuroinflammation (Najjar et al., 2013) , (3) activation of the immune system is known to increase stress responsivity (Yau and Potenza, 2013) , and (4) dysbiosis in gut microbiota may lead to the onset of autoinflammatory diseases (Lukens et al., 2014) . As reviewed in section "The Neurochemistry of Anorexia Nervosa and Bulimia Nervosa", dysbiosis is also common in eating disorders.
Thus, in the case of ARFID (non-fat-phobic AN), individuals with neuroinflammation may learn that dieting and fasting can alleviate anxiety and dysphoria because dieting and fasting reduce autoimmune responses (cf. Hafstrom et al., 1988) and downregulate the serotonergic system (cf. Kaye et al., 2009 ), leading to a vicious dieting cycle and eventually to AN. This psychoneuroimmunological mechanism may explain why heterosexual and asexual men sometimes suffer from AN (cf. Carlat et al., 1997) even when strong intrasexual competition for thinness is not present to the same degree as it is in heterosexual women (cf. Abed et al., 2012) .
COMORBIDITY OF EATING DISORDERS
Eating disorders typically have a high comorbidity rate with other mental disorders (Keski-Rahkonen and Mustelin, 2016) . For example, 93-95% of adult AN patients had a comorbid mood disorder, 55-59% had anxiety disorder and 5-20% had a substance-related disorder (Blinder et al., 2006) . Research on comorbidity of mental disorders in BN has shown that 94% of adult BN patients had a mood disorder, 55% had anxiety disorder and 34% had substance use disorder (Swanson et al., 2011) . Comorbidities were less frequent for teenagers with BN: 49.9% had mood disorder, 66.2% had anxiety disorder, substance abuse occurred in 20.1% of BN teenagers while 57.8% had a behavioral disorder (Swanson et al., 2011) .
Because BED has only recently been classified as a separate disorder, studies on comorbid mental disorders are scarce (cf. Olguin et al., 2017) . A large epidemiological study on US teenagers found that 45.3% of individuals with BED had a comorbid mood disorder, 65.2% had anxiety disorder, substance abuse occurred in 26.8% of the teenagers while 42.6% had a behavioral disorder (Swanson et al., 2011) .
OCD, which shares many similarities with eating disorders, has been associated with gut microbiome dysregulation (Turna et al., 2017) and altered serotonin activity in the brain (Lissemore et al., 2018) . Just like eating disorders, OCD is associated with high comorbidity with other mental disorders (Hofmeijer-Sevink et al., 2013) . Since gut microbiome dysregulation and chronic stress are both associated with mood disorder and anxiety disorder (reviewed in Bekhbat and Neigh, 2018; Liang et al., 2018) , the most plausible explanation for the occurrence of these comorbidities is that in OCD and eating disorders, these comorbidities are caused by dysbiosis and heightened sensitivity to stress.
Importantly, many AN symptoms seem to be symptoms of starvation, not of a mental disorder. For example, in the famous Minnesota starvation study, 36 healthy men were subject to semi-starvation for 6 months (Keys, 1950) . The men began subsequently to display symptoms similar to eating disorders, such as ritualistic eating, preoccupation with food and eating. Starved men also developed hoarding and obsessive collecting behaviors, suggesting that starvation may cause or reinforce symptoms resembling obsessive-compulsive disorder (OCD). Some starved men tended to read cookbooks, dream about food and constantly speak about it (Keys, 1950) . A similar obsession with food is commonly observed in AN patients (Crisp, 1983) .
The starved men also became irritable, anxious and depressed, which suggests that starvation led to starvation-induced depression (cf. Rantala et al., 2018) . In many subjects, the symptoms persisted also after refeeding. Prolonged starvation episodes lead to apathy and social withdrawal (cf. Keys, 1950) , which are also common AN symptoms. The Minnesota starvation study showed that as soon as the starvation experiment was over, many men expressed concerns about gaining too much weight and "becoming flabby" (Keys, 1950) . Similar kind of examples can be found in case reports and diaries during famines (Keys, 1950) . Despite being emaciated, most of the men did not see themselves as underweight (Keys, 1950 ). Thus, it seems possible that starvation may fuel the distorted self-image that is characteristic of AN and that starvation itself causes the kind of psychopathology seen in AN patients.
RISK FACTORS FOR EATING DISORDERS Genetic Factors and Neuroinflammation
Family, twin and adoption studies have consistently demonstrated that genetic factors contribute to the variance in susceptibility to eating disorders. Heritability estimates for BED range between 41 and 57%; BN heritability estimates range between 30 and 83%, while AN has a heritability of 28-78% (Thornton et al., 2011) . Eating disorders are familial: female relatives of individuals with AN are 11.3 times more likely to develop AN than relatives of individuals without AN; female relatives of individuals with BN are 12.3 more likely to develop BN than relatives of individuals without BN (Strober et al., 2000) . Few specific genetic risk factors have been conclusively identified for eating disorders (reviewed in Mayhew et al., 2018) , although a recent study indicated eight genetic loci underlying AN etiology, suggesting metabo-psychiatric origins for the disorder (Watson et al., 2019) . Twin studies have revealed that there is shared transmission between eating disorders and anxiety disorders (Keel et al., 2005) , between AN and OCD (Altman and Shankman, 2009 ) and between BN and panic disorder (Keel et al., 2005) . The most probable explanation for these findings is that the shared transmission is caused by vulnerability to neuroinflammation and stress responsivity, as suggested by the evidence reviewed above. This vulnerability to neuroinflammation and stress may explain why GWAS studies have found genetic correlations between AN and many other mental disorders like schizophrenia, major depressive disorder, bipolar disorder and autism (Anttila et al., 2018; Sullivan et al., 2018) , because neuroinflammation plays a role in all of them (Najjar et al., 2013) . Together with differences in microbiome composition, these genetic susceptibilities to neuroinflammation may partly explain whether intrasexual competition leads to BED, BN or AN (cf. Figure 2) .
Childhood Maltreatment, Stress, Epigenetics and Microbiota
Childhood maltreatment in the form of sexual, emotional or physical abuse increases the risk for affective disorders (reviewed in Hoppen and Chalder, 2018) . Childhood maltreatment increases the risk to develop an eating disorder by more than three times (Caslini et al., 2016) . Childhood maltreatment increases stress responsivity in adulthood, an outcome partially driven by epigenetic mechanisms such as altered DNA methylation (DNAm) of the HPA axis genes (Bustamante et al., 2016) . Chronic stress in childhood can also affect the microbiome in such a way that an altered, suboptimal microbiome predisposes individuals to increased stress (O'Mahony et al., 2016) . In addition to increased sensitivity to stress, early-life stress can prime microglia, which may lead to a potentiated neuroinflammatory response to subsequent stress (reviewed in Calcia et al., 2016) . Chronic stress has often been reported within the year prior to the onset of AN in epidemiological studies (Rojo et al., 2006) . AN patients have reported higher levels of total lifetime stress and more difficulties coping with stress than healthy controls (Soukup et al., 1990) . Retrospective studies have found that severe life stress differs between AN and control samples, predicting AN onset in 67% of cases (Schmidt et al., 2012) .
The Role of Sex Hormones
Prenatal and current sex hormone levels seem to partly influence whether intrasexual competition for thinness leads to eating disorders. Sex hormones also influence the type of eating disorder developed (Figure 2) . Estrogen is known to stimulate HPA activity, thereby increasing stress responsivity (Kudielka and Kirschbaum, 2005) . Androgens, in contrast, tend to reduce HPA activity and thereby reduce stress responsivity (Kudielka and Kirschbaum, 2005) . Men usually show higher HPA activation in status-related situations whereas women show higher HPA activation in situations involving social rejection (reviewed in Del Giudice et al., 2011) .
It could therefore be predicted that more masculine heterosexual women (Bártová et al., 2020) , i.e., women with higher prenatal androgen exposure or higher current testosterone levels (Luoto et al., 2019a,b) -and, thus, a higher drive for social status (cf. Nave et al., 2018) -have a higher likelihood of developing AN. In contrast, more feminine women who are more sensitive to social rejection would be expected to have a higher risk of developing BED. Indeed, digit ratio (2D:4D, i.e., a biomarker of prenatal androgen exposure: Luoto et al., 2019a) is more masculine in AN patients than in BN patients, with controls having an intermediate digit ratio (Quinton et al., 2011) . This suggests that AN patients might have experienced higher prenatal androgen exposure than BN patients and controls (for a detailed discussion of these developmental mechanisms in non-clinical populations, see Luoto et al., 2019a,b) . In women, low prenatal testosterone levels and high pubertal ovarian hormone levels seem to increase risk of BED; in men, high prenatal testosterone levels seem to protect against BED (Klump et al., 2017) . These findings highlight the role of sex hormones in phenotypic variation (Figure 2 ) and sex differences in eating disorders.
CURRENT EATING DISORDER TREATMENT
The treatment of eating disorders is much less effective than the treatment of other mental disorders. Only 46% of AN patients recover completely, one third recover partly and in 20% AN remains as a chronic condition (Arcelus et al., 2011) . The average duration of the illness is 6 years (Schmidt et al., 2016) . Currently, there is no effective pharmacological treatment for AN. Selective serotonin reuptake inhibitors (SSRIs) are ineffective for AN (Davis and Attia, 2017) . There is no approved medication to treat anorexia nervosa in the US or the EU (Bodell and Keel, 2010; Starr and Kreipe, 2014) . AN treatment is therefore based on different kinds of therapies and efforts to restore weight (e.g., Brockmeyer et al., 2017; Harrison et al., 2018 and references therein) . The efficacy of family-based treatment (FBT) is reportedly superior to other forms of psychotherapy (Starr and Kreipe, 2014) .
The primary treatment for BN is cognitive behavioral therapy (CBT) that aims to change the negative thought patterns that underlie binge eating while also attempting to normalize eating behaviors (Fairburn, 2008) . SSRIs slightly suppress binge eating behavior but do not typically eliminate it (Mitchell et al., 2013) . The dropout rate in antidepressant treatment in BN patients is around 40% (Bacaltchuk and Hay, 2003) . Current BN treatment is not particularly effective: follow-up studies have shown that in a 10-year period, only 50% of patients are fully recovered (Hay et al., 2009) .
Antidepressants are only modestly effective against binge eating episodes in the short term, but their long-term efficacy is not known (McElroy et al., 2012) . In addition, they do not help to reduce body weight and they do not appear to enhance the antibinge eating effects of CBT (McElroy et al., 2012) . Second generation antipsychotics used in AN treatments in fact induce or exacerbate binge eating in patients with BED and BN (McElroy et al., 2012; Cuesto et al., 2017) . Doubleblind and placebo-controlled experiments have shown that an anti-epileptic agent, topiramate, is effective against binge eating episodes in BED with obesity. Topiramate has high anti-inflammatory properties, and has been shown to reduce neuroinflammation and oxidative stress in rats (Pinheiro et al., 2015) . It has also been shown to attenuate stress-induced increased alcohol consumption in mice (Farook et al., 2009 ), suggesting that it may reduce stress responsivity. Interestingly, topiramate also effectively reduces compulsions in OCD (Rubio et al., 2006; Van Ameringen et al., 2006; Mowla et al., 2010; Berlin et al., 2011) . Unfortunately, topiramate is not suitable as treatment for AN nor for patients who have a history of AN because topiramate reduces appetite and enhances weight loss as a side-effect. It may even induce AN in those with known risk factors for AN (Lebow et al., 2015) . In the United States and Canada, the only approved drug for moderate and severe BED is lisdexamfetamine, which has also been used to treat attention deficit hyperactivity disorder (ADHD) (Heo and Duggan, 2017) . Randomized double-blind trials have shown that lisdexamfetamine is more effective against binge eating than placebo. However, lisdexamfetamine has harmful side effects like dry mouth, headache and insomnia that lead to drug discontinuation in many patients (Heo and Duggan, 2017) . In addition, it merely alleviates the symptoms rather than removing the underlying problem that causes the eating disorder, thus providing a suboptimal long-term solution (cf. Rantala et al., 2017) .
EATING DISORDER TREATMENTS BASED ON PSYCHONEUROIMMUNOLOGY
The psychoneuroimmunological model that we have presented has the potential to improve the effectiveness of eating disorder treatments. The model posits that, rather than providing family-based treatment and psychotherapy for AN patients, it might be more effective to try to reduce the obsession to lose weight by reducing neuroinflammation and chronic stress. We also suggest that CBT based on evolutionary psychiatry could further help shift patients' selfimage and attitudes of thin beauty ideals toward a healthier direction. Critically, our psychoneuroimmunological model suggests that lifestyle changes that reduce neuroinflammation and stress are expected to reduce AN symptoms, though further clinical studies are needed for this to be empirically verified.
Medication for AN That May Target Neuroinflammation
Recent studies suggest that olanzapine (an atypical antipsychotic drug) treatment leads to significant weight gain in patients with AN (Dold et al., 2015; Himmerich et al., 2017) . Studies in mice have shown that olanzapine reduces neuroinflammation (Sharon-Granit et al., 2016) . It also suppresses TNF-α and IL-6 and increases IL-10 levels, which is an antiinflammatory cytokine (Sugino et al., 2009) . Thus, a possible mechanism of how olanzapine helps AN patients may be reduced neuroinflammation, though this remains to be empirically verified.
Case studies indicate a positive effect of anti-TNF-α treatment on AN (Solmi et al., 2013) . Esalatmanesh et al. (2016) found that minocycline antibiotic that is known for its anti-inflammatory characteristics significantly reduced OCD symptoms in OCDpatients without causing any harmful side effects.
Zinc, Anorexia Nervosa and Neuroinflammation
Evidence from clinical studies indicates that AN patients have low serum zinc levels and low rates of urinary zinc excretion (Katz et al., 1987) . The severity of zinc deficiency is associated with the severity of AN, as well as with higher levels of depression and anxiety (Katz et al., 1987) . Several randomized controlled trials of zinc supplementation have reported significant increases in subjects' weight (Safai-Kutti and Kutti, 1986; Safai-Kutti, 1990; Birmingham et al., 1994; Birmingham and Gritzner, 2006) . Zinc deficiency is known to be associated with an increased production of proinflammatory cytokines, especially TNF-α and IL-6 (Gammoh and Rink, 2017) . Thus, we suggest that a possible mechanism between zinc supplementation and reductions in AN symptoms and weight gain may operate via reduced neuroinflammation. Reduced neuroinflammation, in turn, decreases obsessions. This intepretation is supported by findings from placebo-controlled trials which reported that attitudes toward eating and food became more positive especially in AN patients who ate zinc pills (in contrast with those who received placebo pills) (Khademian et al., 2014) . Thus, it seems that zinc reduces OCD symptoms in AN patients. Interestingly, zinc supplements reduce symptoms also in patients with OCD who do not have eating disorders (Sayyah et al., 2012) . Overall, more research is needed to understand the mechanism(s) through which zinc influences AN symptoms.
In addition to zinc, other micronutrients could also be used to reduce neuroinflammation. For example, AN patients have a deficiency of vitamin D Tasegian et al., 2016) and vitamin D supplementation is known to reduce inflammation (Grossmann et al., 2012; Zhang et al., 2012; Berk et al., 2013) as well as neuroinflammation (Koduah et al., 2017) .
Fecal Microbiota Transplantation and Probiotics
If scientific advances continue to provide empirical support for the role of the microbiota in the etiology of eating disorders, it is possible that fecal microbiota transplants from healthy individuals will be a part of future therapeutic treatments of eating disorders. The first published case study (de Clercq et al., 2019) reported significant body weight gain after fecal microbiota transplantation for a patient with AN. However, research in this field is in its infancy. In addition to fecal microbiota transplantation, gut microbiota might be therapeutically manipulated with probiotics or other supplements (Stevens et al., 2019) . Unfortunately, although accumulating evidence suggests that probiotics are a promising adjuvant treatment to reduce inflammatory activation found in major depressive disorder (reviewed in Park et al., 2018) , studies on the efficacy of probiotics as eating disorder treatments are currently lacking.
Binge Eating Disorder (BED) Treatment Based on Evolutionary Psychiatry
BED treatment based on evolutionary psychiatry should, in our view, focus on stopping the vicious cycle of dieting efforts that fuel binge eating episodes. Patients should try to lose weight through healthy eating and exercising (cf. Lindeberg, 2010; Temko et al., 2017; Leone et al., 2018) rather than by trying to decrease calorie intake by fasting. This is a very similar approach to current CBT treatments of BED (cf. Hilbert, 2013) . A healthy diet may also help to reduce BED patients' stress responsivity: experimental studies in animals have shown that intestinal microbiota influences stress responsivity (Bravo et al., 2011) . In addition, a healthy diet, especially omega-3 fatty acids and polyphenols, reduces inflammation (Ricordi et al., 2015) , which is known to stimulate HPA-activity (Yau and Potenza, 2013; Rohleder, 2019) and deteriorate self-regulatory capacity (Shields et al., 2017) . Exercise can also help reduce stress responsivity (cf. Zschucke et al., 2015) . The efficacy of these BED treatment options should be determined in future clinical studies.
ULTIMATE-LEVEL PREVENTION OF EATING DISORDERS
The above treatments focus on the proximate mechanisms underlying eating disorders; yet, for any treatments to have substantial long-term efficacy, the ultimate causation behind eating disorders should also be addressed. Media literacy programmes could constitute an effective preventative measure for eating disorders (Li et al., 2014) insofar as idealized images of slim women and muscular men in the media over-activate intrasexual competitive motives (Boothroyd et al., 2016; Borau and Bonnefon, 2017; Saunders and Eaton, 2018) , and insofar as it is difficult for young people to reduce their overall exposure to media. Media literacy programmes aim to make participants informed consumers of media. They include psychoeducational components and show how photo editing software is used to make images look more "perfect" (Li et al., 2014) . Media literacy programs are based on the assumption that by providing young people with facts about advertising and media images, they would be less susceptible to internalizing thin body ideals and less concerned with their weight: as a consequence, behaviors associated with eating disorders would be reduced (Li et al., 2014) .
Media literacy programs have been effective in reducing cognitive states associated with eating disorders. A study on undergraduate students reported that a 4-week media literacy intervention decreased body dissatisfaction and internalization of sociocultural ideals of thinness (Watson and Vaugn, 2006) . Another study found that participating in an eight-session media literacy program reduced shape, weight and dieting concerns and body dissatisfaction in adolescent girls -the effect persisted at a 30-month follow-up, suggesting a long-term improvement (Wilksch and Wade, 2009 ). In addition to media literacy, dissonance-based approaches, in which participants are trained to take a counter-attitudinal stance against thin beauty ideals, have been effective in reducing behaviors and thoughts associated with eating disorders (Stice et al., 2001 (Stice et al., , 2006 Becker et al., 2006; Yager and O'Dea, 2008) . Li et al. (2014) suggested that a combination of media literacy programs and the dissonance approach might be an effective way to prevent eating disorders in adolescents.
CONCLUSION
Converging evidence indicates that eating disorders are often maladaptive responses to intrasexual competition for thinness. The mismatch hypothesis outlined in section "The Mismatch Hypothesis of Eating Disorders" further recognizes that the evolutionarily novel conditions of food abundance and sedentary lifestyle give rise to an adaptive metaproblem in which psychological mechanisms of food intake clash with matingrelated psychological mechanisms. The large-scale prevalence of eating disorders in contemporary humans is thus an evolutionary novelty: members of no other species are known to starve themselves to death because of food abundance. This is a striking realization for evolutionarily informed psychiatry.
The evidence reviewed in this article has led us to suggest that rather than conceptualizing eating disorders as discrete conditions, they should be viewed on a continuum. According to the psychoneuroimmunological model that we presented in this article, variation in eating disorders may arise from individual differences in gut microbiota and stress responsivity (Figure 2) , which influence neuroinflammation and the serotonergic system (Figure 1 ). Our synthetic model provides answers to four persistent questions: (1) why diagnostic symptoms and associated behaviors substantially overlap across the range of eating disorders, (2) why diagnosing eating disorders is challenging, (3) why patient diagnoses may shift between eating disorders over time and (4) why does AN exist in two forms: fat-phobic AN and non-fat-phobic AN. Future empirical work led by this model is expected to further develop the prevailing biopsychosocial understanding of eating disorders.
This review article suggests that differences between eating disorders might be mediated by variation and covariation in stress responsivity and neuroinflammation caused by chronic stress. When the degree of stress and (subsequently) stress responsivity and neuroinflammation change, the model predicts that a patient's symptoms and eating disorder diagnosis change accordingly (Figure 2) . The evidence that we have reviewed suggests that the difference between BN and AN phenotypes arises from the degree of neuroinflammation caused by chronic stress, with AN patients having stronger neuroinflammation than BN patients. Thus, a patient's position in the eating disorder continuum (Figure 2) is determined by their stress responsivity and neuroinflammation, both of which are influenced by the chronicity of their stress.
In light of the evidence reviewed in this article, it is plausible that neuroinflammation maintains the obsession to lose weight in patients with eating disorders, being highest in AN and lowest in BED patients. BED patients do not purge, suggesting weaker obsession to lose weight than in BN patients. This obsession is mediated by pervasive mental intrusions about food, body weight, diet, physical exercise and appearance, as well as OCDlike behaviors targeted to address these issues. We hypothesize that the stronger the neuroinflammation is in AN patients, the stronger is their obsession to lose weight and fear of weight gain, and the more persistent and extreme are their OCD-like behaviors (Figure 1) . Further evidence for our model is given by findings on the efficacy of olanzapine (Dold et al., 2015; Himmerich et al., 2017) and zinc as treatments for AN (Safai-Kutti and Kutti, 1986; Safai-Kutti, 1990; Birmingham et al., 1994; Birmingham and Gritzner, 2006) . After all, both are known to have anti-inflammatory properties. Future research could be conducted on the effectiveness of another anti-inflammatory agent, minocycline, as a treatment option for AN and BN (cf. Esalatmanesh et al., 2016) .
Since converging (though indirect) evidence indicates that patients with anorexia nervosa have neuroinflammation, positron emission tomography scanning (PET) studies are needed to provide additional support for the hypothesis that neuroinflammation is a biological mechanism that underlies the spectrum of eating disorders. In addition, follow-up studies in which stress hormone levels, stress responsivity, serotonin levels, neuroinflammation and the composition of gut microbiota are measured from patients in the course of eating disorder(s) would reveal whether symptoms change according to predictions that arise from the model. Ultimately, we hope that the evolutionary psychoneuroimmunological model presented here will promote further empirical work, provide substantial improvements in therapeutic treatments and drugs for eating disorders and eventually prove its practical utility for the millions of people who lead lives severely debilitated by eating disorders.
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